^ ?F iSi 



^ ^ m 



T 169-8925 



m:g[tP«f?tEiSSfflJli®=TB 2 




PCT 



'^"Tg:l'2.o3 



P C - 8 8 1 0 



PCT/ J P 0 3/0 0 6 6 8 



(e.^.^) 2 4. 0 1. 0 3 



2 5. 0 1. 0 2 



1. s^if^Mll^^llJ^. ;lo^^.m^^c|5brH^^ffl«3g^^iSlI;^f^J^»S365f^^$^^Tv^^^^^;l^i. ^fhh^c.<r> 
4. ?i s 

^»3|s^ox^v^) sru/i^tnf^3fee>3:^v^ (pct3 9^ (1) ) (m^pcT/isyso I tth\^mm*^mfi^h^n 





^^m^f^ff (I PEA/ J p) 

100-8915 


# fF fr 

miSS-^ 03-3581-1101 rt« 


4 B 


8 4 12 


1 344 8 



SliCPCT/I PEA/4 1 6 (1 9 92^7^) 



TlOO-0013 m^^=f^^fflE®;5SM3Ti 4#3-^ (#fFjt Jt# 2 Pi) 

[<2:^ ^ ®] TEL 03-3581-1101 rtll3811~2 

[^^iJJl^l TEL 03— 3581— 1101 f^Jll3831~3 

T135-0016 :^^^?i:^i2:^^4 - 1-7 feBtvi- 

TEL 03-3508-2313 

^(Dmm^-^^^xn^m:^ t\:imti: V i^-i-(Dx&M\.x < tz:^\^\ (mmm2 2#. 

^39 ^RX^m 64^ (2) (a) (i) 



^U PCr/m 2 3 JUL 2004 



ti m 



PCT 




[P CT 3 6^tJ5PCT^ij70) 



©•Sffi* PC-88 10 



PCT/' J PO 3/0 0 6 6 8 



^^o#!gE#l::ov>Tr±. B^^^«lE««©Slftafti {«6SPCT/ 

I P E A/ 4 1 6 ) Sr#Hai-5 i:. 



(B.^.<¥) 24. 01. 03 



2 5. 01. 02 



SiSltWF^MS (I PC) 



Int. CI' C12N15/09, C12Q1/68, G01N33/50. G01N33/53. G01N33/S66. G01N33/58 



( P C T^IJ70. PCT ^SSUSK 607 ##BS) 



VI □ fe5ao9ifflsn» 
VII! □ BiSmSKiiti-**^ 



15. 0 8. 0 3 


0 3. 12. 0 3 


B*®#fFff (I PEA/ J P) 

100-8915 
3t£^=mfflB:««Si8HT i 4« 3 # 


m^frmsm («isofe5iiim) . | 4b | 8 4 1 2 


B 88 HB •' ; 
03-3581-1101 rtiia 3 4 4 8 



«|*PCT/ I PEA/4 0 9 (1 9 9 8'¥7^) 



HBRUIS*-^ PCT/ J PO 3/0 0 6 6 8 



PCTaiiJ70.16.70. 17) 



jx] mm^ m 1-28 

0 |t«:«>®ffl 



2-2 6 



1x1 Sffi ^ 
SB 



PCTl 9#iOa^lwS'^#«iE^ttfctj«> 



1-16 



(xj 8g^S<OE5imo«l555- ll_ 



1-17 



3. 



±l2«>WS«S©«®tt» Tia»::^-ti8^Srl!fe<»a*N c:oS^Bi®©Hg|-Cfc«. 
J;fB«>«SB:. Tia©-e®-C*>« WCfeS. 

□ SSSP3iE©fcJ?)l!:fia**T'fcP c T^iJ23. i(b)<cvN SSfRSrom 

□ PCT^i]48.3(b)l!iVv5B^§i«>^f§ 



4. 



□ wans ^ 



ivSO?, ;&(D«iE*s$n**»ofe%©i:L-Cf^fi6Ufc. (PCT^lj70.2{c) iO«tjESr^tfSU#^«SttJi 



»*PCT/I PEA/4 0 9 I «a) (1 998¥7^) 



@KWS»# PCT/JP03/006 6 8 



:scmLxmm . ^ 



1. 

mm& (N) 



1-2 6 



m^B. ( I s) 
m.m±'omm-s!im. d a) 



1-2 6 



1-2 6 



2. XlSfcRtmW (PCT^IJ70.7) 

-irSlil : WO 99/28500 Al (The Secretary of State for Defence in UK) ^^^^^^ ^ 
1999 06 10 & EP 1049802 Al & US 2002/0119450 Al & JP 2003-500001 A 
~ScBi2 : JP 10-127300 A (Hamamatsu Photonics KK) 1998.05.19 
: EP 535376 Al (Immunobion KK) 1993.04.07 
& AU 9221214 A & JP 5-60761 A ^ . 
■XW^4. :W0 01/11351 Al (Miyahara. T. et al.) 2001. 02. 15 
& EP 1120646 Al & JP 2001-50931 A ^ ^ 
:EP 1132484 A2 ^ /VAt^^^^t) 2001.09.12 

US 2001/0021504 Al & JP 2001-321198 A 

^iSS^ffl i-ib!^20-2 6t;iia^ ^ fifc?^m mmm^m^mK3\m^f\^fcxui- 

r-l^ilx^ti 1 5~l 9^:i7 1^:^^=- Kco^'^i^— y^^V^Swafix 5 0 




m'SKxVNSo Ufc^DSoT. c-Ki-r a s5»5^l^#S>^n->^<Sr^VN§mScD 



«^PCT/I PEA/4 0 9 (^V«B) (1 9 9 8^7^) 



V 



PCT/JP03/00668 



29 



< tiffins ^ -fe <D ^l>75:< <hfe l-c)$igMl^7S:*«^ff:bns, «^3S2tc:l5 

6. mu(D'>^'^)i(D^-:$'mw. KfL^um. xu^ftsmmcom^. mm. 

7. flftiBo^M*^. KfB>m.miz^^^x<o^Mx^^.M^meizmwt.<D-:^f^o 

1 0. mB?.(Dm.m.±^<Dmiziy^:y)umm.(Dm:km^m^'r^^i:i^^t^. 



V 

30 

m^m 8 x« 9 izt&m<D:^mo 

7!>lg 1 1 O^tlT^^— iglCfBmco:^^o 

m 1 75S 1 3 oi^i-rn*^— 3StciBm©:;^?*o 

16. 7^— ^-/tf>^ya— y<D-5t.. J;Oig;Vi Tm fSSrWr^yP- 

It^-r ^ :l^\Z^'0 TfiJ^-r -g) d i: ^Sr^trft^^ 1 1 5 <5D(.i"rm>— 3S g 

1 7. tfrfB(D@2^J(^):/P— 7>*K-ras codonl2 ^^^T-g. CI <h^g65<h L 
;^20mer <DmmWM^m-0 ^ t.^^^t.-t ^Un^^ h 6S>&^e,6 9#^"TrC0 

:/p-:7*^wr^ ;i <h^#iS:<h-r^«^jg 1 75S i 6 cDV^rtii^i^-JSg iclBtit 

1 8. Hui20@2^jO:/P-::^7&^ K-ras codonl2 ^^^/f-T'S d <h^@ b 

y p- >^^wf -5 i&^mit-s^:^^ 1 1 7 (^vi-rm^-jsg tciam 

1 9 . H5f30B3^J<Z):/P— K-ras codonl2 ^^^-TS Zt-^^^t-X^" 

yn — y^ii K-ras codonl2 ^^Wi" ^dil^Se^tUfe 20mer Oi^^SgB^'J ^ 
JtOCl t^#m«i:-r^gB^J#^7 0#;&^e>8 3 #^T(7)yp-y«rWr-5 C t 



% 

y 



PCT/JP03/00668 



31 



S^ff ^ d t <&^tr. If 2 0 \ztEm.<o:^^o 

mz^^n^^Bmo^mm^m^vxtmt&mmRji^i&i^^tm^^m^^iz^t^. 
mi^m. 2 4 iz^m.<Dmwtmmmmmmo 

31 2 4 x« 2 5 tciamto^i^if #^^w^®o 



fiec'd PCT/PT0___23. JULZflOi 




PCT Application 

PCT/JP2003/QQa66e 



PATENT COOPERATION TREATY 

PCT 

^^TIONAI. PBEUMINAKV ECAMINATION BBPORT 

(PCT Article 36 and Rule 70) 




PC-8810 



FORFURTHB»ACnON Examination Report (PonnfC T/IPEA/4ioj ^ 



24 January 2003 (24.01.03) 



fotemational awlicatioaNo. 

PCT/JP03/00668 

■ — ^ „*j„«npc^ or national classification and IPC 

C,;?^;S:SSmS.m33«0.33/53.33/566.33/58 



I Applicant 



OLYMPUS CORPORATION 



1. 



2. 



I v.^oreparedby ibisInternationalI^linrinaxyExanmringA 
^ ««i«rpHrnmarv examination report has beaiprq?areQDyu» 

I^iTSSStScantaccordingtoArticleBe. 



Tins REPORT consists of atotal Of , .,„d/or drawings which have been 

These annexes conast of a total of 2 



, sheets, including this cover sheet. 



3. 



l^report contains in<U^^^^^r^^I^ the foUowing items: 
^ Basis of tiie report 

Q Lade of unity of tavention 
V E 



Lackofnnityoftavenuon .^.^velty inventive step or industrial ^Ucability; 



^ Q Certain documents cited 

^ Q Certain defects in the international application 

^ Q CertainobsemtionsonlhcintemationalappUcation 



Date of submission of flie demand 

15 August 2003 (15.08.03) 



Name 



and mailing address of IhelPEAOT 



Facsimile No. 

Form PCr/IPBA/409 (cover sheet) (July 1998) 



Date of completion of this report 

03 December 2003 (03.12.2003) 

Authorized officer 
Telephone No. 
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Intematioaal {^plication No. 

PCT/JP03/00668 



L Basis of the report 



1. With regard to the elements of the intematioiial application:* 
I I the mtemational application as originally filed 
the description: 



1-28 



pages 
pages 



, as originally filed 

, filed the demand 



.filed with the letter of 



the claims: 



2.26 » ^ originally filed 

, as amended (together with any statement under Article 19 



pages 
pages 



, filed with the demand 



filed witii die letter of 



the drawings: 
pages 



1-16 



, as originally filed 
^ filed with the demand 



^, filed with the letter of 



the sequence listing part of the description: 

pages 

pages 



1-17 



, as originally filed 

_ , filed with file demand 



_ , filed with the letter of 



2 With regard to the language, all the elements marked above were available or furmshed to this Authority m the language m which 
' ' tiie international appUcation was filed, unless otherwise indicated und^^ which is- 

elL^ w^ available or fiimished to this Authority in the foUowmg language . which is. 

[~| the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

I I the language of pubHcation of the international appHcation (under Rule 48.3(b)). 

□ the language of tiie translation furnished for the purposes of mtemational prelimmary examination (under Rule 55.2 and/ 
or 55,3). 

With regard to any nucleotide and/or amino acid sequence cUsclosed m the international application, the intemational 
preliminary examination was carried out on the basis of the sequence listmg: 



3. 



□ 



□ 
□ 



□ 

14. □ 



contamed m the international {q;>plication in written form, 
filed together with the mtemational appHcation in conq)uter readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readable form. 
The statement that the subsequently furnished written sequence Usting does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been fiimished. 

The amendments have resulted in the cancellation ofi 

I the description, pages 

I the claims, Nos. 

I the drawings, sheets/fig. 



This report has been established as if (some of) the amendments had not been made, smce they have been considered to go 
, beyond the disclosure as filed, as indicated in the Supplemental Box 70.2(c)).** 

♦ Revlaceinent sheets which have been Jumished to the receiving Office in response to an invitation under Article 14 f^^fr^l^^j'i 
^t^r^n Z^^^ are not annexed to this report since they do not contain amendments (Rule 70.16 

and70J7). 

\**Any replacement sheet containing such amendments must be r^erred to under item 1 and annexed to this r^rt. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or indnstrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) 



Inventive step (IS) 



Industrial sqpplicability (lA) 



Claims 
Claims 

Claims 
Claims 

Claims 

Claims 



1-26 



1-26 



1-26 



YES 
NO 
YES 
NO 

YES 
NO 



Citations and explanations 

Document 1: WO 99/28500 Al (The Secretary of State for 



Document 2 : 
Document 3 : 
Document 4: 

Document 5 : 



Defence in UK) , 10 June 1999 

& BP 1049802 Al Se US 2002/0119450 Al 

Sc JP 2003-500001 A 

JP 10-127300 A (Hamamatsu Photonics KK) , 19 
May 1998 

EP 535376 Al (Immunobion KK) , 7 April 1993 
& AU 9221214 A & JP 5-60761 A 
WO 01/11351 Al (MIYAHARA, T. et al . ) , 15 
February 2001 

& EP 1120646 Al & JP 2001-50931 A 

EP 1132484 A2 (Fuji Photo Film Co., Ltd,), 12 

September 2001 

& US 2001/0021504 Al & JP 2001-321198 A 



Claims 1-16 and 20-26 

The inventions set forth in claims 1-16 and 20-26 do 
not involve an inventive step with respect to documents 1- 
5 cited in the international search report. 

Document 1 discloses the quantitative monitoring of 
hybrid formation by changing hybridizing conditions such 
as temperature, in order to detect allelic variations or 
polymorphisms to the target sequence. 

Document 2 discloses the measuring of luminescence 



FonnPCT/IPEA/409 (BoxV) (January 1994) 
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International aiq>lication No. 
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degree ratios while changing the hybridization reaction 
teit^erature within the specified range (for exan^le, 50 t( 
60*C when using a probe comprising 15 to 19 nucleotides) 
in order to detect point mutations in a target nucleic 
acid. 

These documents do not clearly indicate that the 
probe is affixed to a carrier. However, as indicated in 
cited documents 3-5, it is obvious to a person skilled in 
the art that the detection efficiency is improved by 
affixing a hybridized probe to a carrier. 

Claims 17-21 

The invention set forth in claims 17-21 does not 
involve an inventive step with respect to documents 1-5 
cited in the international search report. 

Document 3 discloses a probe for detecting point 
mutations in the c-Ki-ras gene. Therefore, it is obvious 
to a person skilled in the art to use a probe related to 
the c-Ki-ras gene. 
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